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There are provided new 
compounds of formula (I), 
wherein R represents hydrogen 
or methyl; and n represents 1 
or 2; or a pharmaceutical^ 
acceptable acid addition 
salt thereof, together with 
processes for preparing them, 
compositions containing them 
and their use in therapy. 
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g pim-ftMhicvclic co mpounds useful in therapy 

This invention relates to novel compounds, processes for preparing them, compositions 
containing them and their use in therapy. 

Spiro-azabicyclic compounds are known to have therapeutic activity in a range of dis- 
orders of the central nervous system. Taiwan Patent Application 201312, European 
Patent Application 452101 (both of Israel Institute of Biological Research), International 
Patent Application WO 95/03303 (Israel Institute of Biological Research: published after 

,o the earliest priority date of this application) and European Patent Application 3501 18 
(Merck Sharpe and Dohme) disclose azabicyclic compounds including azabicyclo( 2.2.2) 
octane and/or azabicyclo(2.2.1)heptane derivatives spiro-connected to 5-membered rings 
which have muscarinic agonist activity and which are indicated for the treatment of 
diseases caused by deficiency in central cholinergic function. European Patent Appli- 

.5 cation 337547 (Merck, Sharpe and Dohme) discloses azabicyclic compounds spiro-conne- 
cted to 5-membered rings which are antagonists of 5-HT, receptors and which are 
indicated for the treatment of inter alia schizophrenia, nausea, migraine and Alzheimer's 
disease. 

We have now identified a new group of spiro-azabicyclic compounds which have useful 
a» pharmacological properties. 

Thus, according to the invention, we provide a compound of formula I: 



25 




30 



wherein 

R represents hydrogen or methyl: and 
n represents 1 or 2; 

and pharmaceutical^ acceptable acid addition salts thereof. 



BNSDOCID: <WO 9806098A1 J_> 



PCI7SE95/00937 

WO 96/06098 2 

We prefer compounds of formula I in which R represents hydrogen. We prefer con,- 
pounds of formula I in which n represent 

, As a second aspee, of .he invention we provide a process for the preparation , of a com- 



pound 



of formula I, or a pharmaceutical* acceptable acid addition sal, thereof, whtch 



(^preparing a compound of formula I in which R represents hydrogen by cyclismg 
corresponding compound of formula II 



10 



a 

(CM,) 
■N 




,< wherein n is as defined above; 

compound of formula 1 by reacting a corresponding compound of 



(b) preparing a 
formula III 

(CK,). 



2»l 




NHR 



wherein n and R are as defined above 
with a carbonvl donating compound; or 
, T prepare a compound of formula ■ in which R represents methy, by a lk y.a..ng 
" a corresponding compound of formuia . in which R represent hydrogen; 

(d , preparing one enan.iomer of a compound of formuia . by resolvrng .he one en- 
antiomer from a mixiure of enantiomers: 

and where desired or necessary converting the resultant compound of 
» formula ., or an acid addi.ion sa„ thereof, to a pharmaceutical* acceptable acd add,- 
tion salt thereof, or vice versa. 
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In process (a) the reaction will take place on warming the compound of formula II in 
a polar protic solvent e.g. water. 

In process (b). examples of carbonyl donating compounds include carbonyldiimidazole, 
carbonyldichloride (phosgene) and triphosgene. The ring closure reaction will take place 
on heating or refluxing the compound of formula III with carbonyldiimidazole in a polar 
organic solvent such as THF for 1-4 hours or until reaction is complete. Alternatively 
phosgene can be bubbled through a solution of the compound of formula III in an 
organic solvent such as THF or toluene at elevated temperature for 1-4 hours or until 
reaction is complete. 

In process (c). the alkylation reaction will take place under conditions well known in the 
art, for example, by treating the compound of formula I in which R represents hydrogen 
with a strong base followed by a methyl halide e.g. methyliodide. 

Compounds of formula II may be prepared by Curtius rearrangement of a 
compound of formula IV: 



20 




wherein n is as defined above. 

h Typical reaction conditions for the Curtius rearrangement are discussed in J March 
"Advanced Organic Chemistry" (1985) 3rd Edition, pages 984-5 however we prefer to 
perform the reaction by treating the compound of formula IV in water with sod.um 
nitrite and warming to approximately 85°C for approximately 1 hour. The compound 
of formula IV is not isolated and the cyclisation reaction described in process (a) pro- 

30 ceeds directly in situ . 

Compounds of formula IV may be prepared by treatment of a compound of formula V 
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wherein n is as defined above, and R' is an alkyl or aryl group, 
with anhydrous hydrazine. 

This reaction may be performed in a polar protic solvent at ambient tempera- 
,o ture over 4-12 hours. We prefer that R' represents alkyl, typically methyl, ethyl or t- 
butyl. 

Compounds of formula V may be prepared by reaction of a compound of 
formula VI 

VI 




a., wherein n is as defined above 

with an acetic acid ester in the presence of n-butyl lithium. The acetic acid ester (for 
example the t-butyl or ethyl ester) is first treated with n-butyl lithium at -78 °C and the 
reaction proceeds on adding the compound of formula VI and warming to room tem- 
perature. The product is obtained on quenching with water. 



25 



Compounds of formula VI are either known or may be prepared by known 
methods. 

Compounds of formula III may be prepared by reacting a compound of formula 

30 VII 
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wherein n is as defined above, 
with ammonia or methylamine. 

This reaction may be performed under standard conditions for example by 
combining the reagents in a polar protic solvent at ambient or elevated temperature. 

Compounds of formula III may also be prepared by reacting a compound of 
formula VI with trimethylsilyocyanide (Me,SiCN ) followed by reduction with, for 
example, lithium aluminium hydride or Raney Nickel. Reaction conditions will be 
familar to a person skilled in the art. 

Compounds of formula VII may be prepared from the corresponding com- 
pounds of formula VI using one of the reagents well known in the art for preparation 
of oxiranes from ketones (see, for example, the reactions referenced in J March 
"Advanced Organic Chemistry" (1985) 3rd Edition, page 1161). We have found that 
trimethylsulphoxonium iodide is a suitable reagent and the reaction may be performed 
in DMSO at a temperature of between room temperature and 80 °C over a period of 
up to 2 hours, or until reaction is complete. 

Acid addition salts of the compounds of formula 1 which may be mentioned include salts 
of mineral acids, for example the hydrochloride and hydrobromide salts; and salts 
formed with organic acids such as formate, acetate, malate. benzoate and fumarate salts. 

Acid addition salts of compounds of formula I may be formed by reacting the free base 
or a salt, enantiomer or protected derivative thereof, with one or more equivalents of 
the appropriate acid. The reaction may be carried out in a solvent or medium in which 
the salt is insoluble or in a solvent in which the salt is soluble, eg water, dioxan. ethanol, 
tetrahydrofuran or diethyl ether, or a mixture of solvents, which may be removed in 
vacuo or by freeze drying. The reaction may be a metathetical process or it may be 
carried out on an ion exchange resin. 
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The compounds of the invention and intermediates may be isolated from their reaction 
mixtures by standard techniques. 

The compounds of formula I exist in tautomeric or enantiomeric forms, all of which are 
5 included within the scope of the invention. The various optical isomers may be isolated 
by separation of a racemic mixture of the compounds using conventional techniques, e.g. 
fractional crystallisation, or chiral HPLC Alternatively the individual enantiomers may 
be made by reaction of the appropriate optically active starting materials under reaaion 
conditions which will not cause racemisation. 

10 

Intermediate compounds also exist in enantiomeric forms and may be used as purified 
enantiomers, racemates or mixtures. 

The compounds of the invention are indicated as pharmaceuticals, in particular in the 
„ treatment or prophylaxis of psychotic disorders and intellectual impairment disorders. 
Examples of psychotic disorders include schizophrenia, mania and manic depression. 
Examples of intellectual impairment disorders include Alzheimer's disease, learning 
deficit, cognition deficit and attention deficit hyperactivity disorder. The compounds of 
the invention may also be useful as analgesics and in the treatment or prophylaxis of 
* Parkinson s and Huntington's disease, neurodegenerative disorders in which there is loss 
of cholinergic synapses. Tourette's syndrome, depress.on and anxiety. The compounds 
may further" be indicated for the treatment or prophylaxts of jetlag and for use in induc- 
ing the cessation of smoking. 

=, According to a further aspect of the invention we provide a compound of the invention 
for use as a pharmaceutical, especially in the treatment or prophylaxis of the 
aforementioned diseases or conditions. 

For the above-mentioned uses the dosage administered will, of course, vary with the 
jo compound employed, the mode of administration and the treatment desired. However, 
in general, satisfactory results are obtained when the compounds of the invention are 
administered at a daily dosage of from about O.lmg to about 20mg per kg of animal 
bodv weight preferably given in divided doses 1 to 4 times a day or in sustained release 
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form. For man, the total daily dose is in the range of from 5mg to l,400mg, more 
preferably from iOmg to lOOmg, and unit dosage forms suitable for oral administration 
comprise from 2mg to 1.400mg of the compound admixed with a solid or liquid pharma- 
ceutical carrier or diluent. 

The compounds of formula I, and pharmaceutical^ acceptable salts thereof, may be 
used on their own or in the form of appropriate medicinal preparations for enteral or 
parenteral administration. According to a further aspect of the invention, there is 
provided a pharmaceutical formulation including preferably less than 80% and more 
preferably less than 50% by weight of a compound of the invention in admixture with 
a pharmaceutical^ acceptable diluent or carrier. 

Examples of diluents and carriers are: 

for tablets and dragees: lactose, starch, talc, stearic acid: 

for capsules: tartaric acid or lactose; 

for injectable solutions: water, alcohols, glycerin, vegetable oils: 
for suppositories: natural or hardened oils or waxes. 

There is also provided a process for the preparation of such a pharmaceutical composi- 
tion which comprises mixing the ingredients. 

According to a further aspect of the invention, there is provided the use of a compound 
of formula 1. or a pharmaceutical^ acceptable salt thereof, in the manufacture of a 
medicament for the treatment or prophylaxis of one of the above mentioned diseases 
or conditions; and a method of treatment or prophylaxis of ohe of the above mentioned 
diseases or conditions, which comprises administering a therapeutically effective amount 
of a compound of formula I. or a pharmaceutical^ acceptable salt thereof, to a patient. 

Compounds of formula IV and compounds of formula 111 in which R represents methyl 
, are new and useful intermediates. Thus a further aspect of the invention we provide a 
compound of formula IV. or a salt thereof. We also provide compounds of formula III 
in which R represents methyl, or a salt thereof. 
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Compounds of formula 1 are agonists of nicotinic acetylcholine receptors. 
While not being limited by theory, it is believed that agonists of the a7 nAChR (nicotinic 
acetylcholine receptor) subtype should be useful in the treatment or prophylaxis of 
psvchotic disorders and intellectual impairment disorders, and have advantages over 
, compounds which are or are also agonists of the a4 nAChR subtype. Therefore, com- 
pounds which are selective for the a7 nAChR subtype are preferred. 

The pharmacological activity of the compounds of the invention may be measured in the 
tests set out below. 



10 



Test A 

Assay for affinity at al nAChR subtype 

»»i-a-Bungarotoxin (BTX) binding to rat hippocampal membranes 

Rat hippocampi were homogenized in 20 volumes of cold homogenization buffer (HB: 
,5 concentrations of constituents (mM): tris(hydroxymethyl)aminomethane 50; MgCl 2 1; 
NaCl 120: KC1 5: pH 7.4). The homogenate was centrifuged for 5 minutes at lOOOg, the 
supernatant was saved and the pellet re-extracted. The pooled supernatants were 
centrifueed for 20 minutes at I2000g, washed, and resuspended in HB. Membranes (30- 
80 ng) were incubated wUh 5 nM [ ,2J I]a-BTX, 1 mg.ml BSA (bovine serum albumin). 
* test drug, and either 2 mM CaCU or 0.5 mM EGTA [ethylene glycol-bis(0-anunoethyl- 
ether] for 2 hours at 21°C and then filtered and washed 4 times over Whatman glass 
fibre filters (thickness C) using a Brandel cell harvester. Pretreating the filters for 3 
hours with 1% BSA/0.01% PEI (polyethyleneimine ) in water was critical for low filter 
blanks (0.07 9c of total counts per minute). Nonspecific binding was described by 100 
s jiM (-)-nicotine. and specific binding was typically 75%. 



Test B 

Assay for affinity to the o4 a\ChR subtype 

( > H]-(-)-nicotine binding 
Using a procedure modified from Martino-Barrows and Kellar (Mol Pharm 31:169-174; 
1987). rat brain (cortex and hippocampus) was homogenized as in the [ ,2S I]a-BTX 
binding assay, centrifuged for 20 minutes at 12000g. washed twice, and then resuspended 
in HB containing 100 diisopropyl fluorophosphate. After 20 minutes at 4«C, mem- 
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branes (*0.5 mg) were incubated with 3 nM [ 3 H}-(-)-nicotine. test drug, 1 nM atropine, 
and either 2 mM CaCl 2 or 0.5 mM EGTA for 1 hours at 4°C and then filtered over 
Whatman glass fibre filters (thickness C) (pretreated for 1 hour with 0.5% PEI) using 
a Brandel cell harvester. Nonspecific binding was described by 100 mM carbachol. and 
$ specific binding was typically 84%. 

Binding data analysis for Tests A and B 

1C 50 values and pseudo Hill coefficients (n„) were calculated using the non-linear curve 
,o fitting program ALLFIT (DeLean A, Munson P J and Rodbard D (1977) Am. J. 
Physiol., 235:E97-E102). Saturation curves were fitted to a one site model, using the 
non-linear regression program ENZFiTTER (Leatherbarrow. R.J. (1987)), yielding K D 
values of 1.67 and 1.70 nM for the ,25 I-a-BTX and [ J H]-(-)-nicotine ligands respectively. 
Ki values were estimated using the general Cheng-Prusoff equation: 



15 



K 1 =[IC S0 ]/((2+([ligand]/IK D ]r) , "-l) 



where a value of n = l was used whenever n„<1.5 and a value of n=2 was used when 
n„>1.5. Samples were assayed in triplicate and were typically ± 59c K, values were 
:o determined using 6 or more drug concentrations. 

When compared with compounds of the prior art. the compounds of the invention have 
the advantage that they may be less toxic, be more efficacious, be longer acting, have 
a broader range of activity, be more potent, produce fewer side effects, are more easily 
s absorbed or have other useful pharmacological properties. 

The invention is illustrated by the following examples: 
Example 1 

30 S pirofl-azabicv Hn p ?..?lnctane -^ V-nranlidinel-T-one monohvdrochloride 
(a) ?.(^.Hvdroxv-i-a7ahicvctof2 .?.21oct-3.vnacrtic acid 'butvl ester 
To a 0°C solution of diisopropylamine (6.7 ml) in tetrahydrofuran (THF) (20 ml) was 
added 2.3M "BuLi (20 ml). The reaction mixture was stirred for 40 minutes and then 
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cooled to -78°C To this mixture was added dropwise a solution of Wlacetate (6.4 ml) 
in 10 ml of THF and stirring continued for an additional 15 minutes. Quinuclidin-3-one 
(free base) (5.0 g) in THF (15 ml) was added to the mixture dropwise and the mixture 
was allowed to warm to 0°C over 1 hour. To this solution was added water (100 ml), 
the solution was extracted twice with chloroform and the combined extracts were washed 
once with brine. The resulting solution was dried over MgSO,. filtered and dried in 
vacuo to give 9.53 g of the subtitle compound as an off-white solid. 
( b) ?.rVHvdroxvl^^hirv C lof2.? ^nctO-vnacetic acid hvdrazide 
To a solution of 3.5 g of the compound of step (a) in 15 ml of methylene chloride was 
added trifluoroacetic acid (39 ml) and the mixture was stirred at ambient temperature 
for three hours. The mixture was then concentrated in vacuo. The residue was dis- 
solved in methanol (30 ml) and 18M H30 4 (3 ml) was added and the mixture was 
stirred overnight. The mixture was then poured into a solution of sodium carbonate in 
water, extracted three times with chloroform, dried over MgS0 4 , filtered and concen- 
; trated in vacuo to give a yellow solid. The solid was dissolved in methanol (10 ml) and 
hydrazine (2 ml) was added to this solution and the mixture was heated to reflux for one 
hour. The mixture was then concentrated in vacuo. The resulting solid was suspended 
in toluene (50 ml) and heated to reflux in an apparatus equipped with a Dean-Stark 
trap for two hours. The reaction mixture was then allowed to cool, and the product was 
» filtered off to give 1.82 g of the subtitle compound as a tan solid. 

(c) ^ r irn[l. a7a hicvc inf^r ^nct a ne-3 , V-nv a 7olidinel^ -nnr monohvdrochloride 
To a solution of 0.91 g of the compound of step (b) in water (7 ml) was added 12M HQ 
to give a solution with a pH of 1. The mixture was cooled to 0°C and a 0»C solution of 
sodium nitrite (0.33 g) in 5 ml of water was added. The solution was stirred at 0°C for 
» twenty minutes and then heated to 70=C for an addit.onal twenty minutes. The reaction 
mixture was cooled to ambient temperature and basified with 50% NaOH/H,0. The 
solution was saturated with NaCl and extracted with chloroform 4x20 ml. dried over 
MoS0 4 . filtered and concentrated in vacuo. The res.due was dissolved in methanol and 
HC1 gas was bubbled through the mixture until the pH was less than 2. Diethyl ether 
„ was added to the solution and the resulting white solid was filtered off to give 0.73 g of 
the title compound as an off-white solid m.p. 289-291 *C. 'H NMR (500 MHz. DMSO): 
1.7-1.9 (m. 3H), 2.05 (m. 1H), 2.25 (bs. 1H), 3.15 (m. 3H). 3.2-3.35 (m. 1H), 3.4-3.6 (m. 
3H). 3.6 (d. 1H). 7.75 (s. 1H), 10.95 (bs. 1H). 
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Example 2 

r+V and f:ySpimf I.a2abicvelnf2.2.21oct a ne-3.5 , .oxa2olic1inel>3 , -one monohYdrochloride 
To a solution of the compound of Example 1 (3.8 g) in absolute ethanol was added a 
solution of dibenzoyl-L-tartaric acid (7.474 g) in absolute ethanol and to this mixture was 
added a small portion of ethyl acetate. A solid formed upon standing within an hour 
which was filtered off and the filtrate retained. The solid was dissolved in aqueous 
sodium hydroxide, extracted with chloroform 3x50 ml. dried over MgS0 4 , filtered and 
concentrated in vacuo. The residue was dissolved in methanol and HQ gas was bubbled 
through the mixture until the pH was less than 2. Diethyl ether was added to the sol- 
ution and the resulting white solid was filtered off to give 0.63 g of the (+)-enantiomer, 
m.p. >250°C. [a] D = +57.978 (c = 0.6570, CH,OH). 

The filtrate retained above was converted to the free base by concentrating the solution 
and then dissolving the residue in 20% NaOH/H : 0. which was extracted with chloro- 
form, dried over MgS0 4 , filtered and concentrated in vacuo to give 1.21 g of residue. 
The residue was dissolved in absolute ethanol and combined with a solution of 2.38 g 
of dibenzoyl-D-tartaric acid in absolute ethanol. The mixture was stirred and a small 
portion of ethyl acetate added resulting in the formation of a white solid after stirring 
for an hour. The precipitate was filtered and dissolved in 20% NaOH/H : 0, extracted 
with chloroform, dried over MgSO,. filtered and concentrated in vacuo. The residue was 
dissolved in methanol and HQ gas was bubbled through the mixture until the pH was 
less than 2. Diethyl ether was added to the solution and the resulting white solid was 
filtered off to give 0.21 g of the (-)-enantiomer. m.p. >250°C. [q] d = -61.473 (c = 
0.7727, CHjOH). 

Example 3 

Spiron-azabicvclnf2.2.11heptan.3.5'.oxazo l i d i n - 2 , -one1 m onohvdrochloride 
(a) VHvdroxv-l-a7ahicvclor2.2 11hept-3-vl acetic acid ethvl ester 
To a cooled (-78"C) solution of diisopropylamine (2.65 ml. 0.0203 moles) in tetrahydro- 
, furan (150 ml) was added 2.5 M n-BuLi in hexanes (8.1 ml. 0.0203 moles) dropwise over 
one minute. After ten minutes, ethyl acetate (1.97 ml. 0.0203 moles) was added drop- 
wise over one minute. After a further ten minutes. l-azabicyclo[2.2.1]heptan-3-one (1.5 
g. 0.0135 moles, prepared by the method of J Chem Soc. Chem Commun, 1618. 1988) 
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i„ te.rahydrofuran (25 ml) was added dropwise over five minu.es. After twenty five 
minutes, the co.d bath was removed and the mixture was aUowed to warm to ambtem 
remperarure. To this mixture was added water (100 ml) foHowed by chloroform (250 
m „. The organic layer was separated and the aqueous layer was extracted with chloro- 
, form (100 ml). The combined organic exuacu were dried over MgSO„ filtered and 
concentrated in vacuo to give the sublitle compound (1.12 g). 

(b) ». H v ^.i. m bic r'" r ' mm&a tafe a " d Mff2 '" s 

To a so.u,ion of the product of step (a) (1.12 g, 0.0056 moles) in methano! (20 ml) a, 
room temperarure was added anhydrous hydrazine (1.76 ml. 0.056 mo.es) and the mix- 
. ture was stirred overnight. The manure was concentrated m and azeorroped nv.ce 
with toluene (100 m.) by heating to reflux in an apparatus fitted with a Dean-Srark trap 
to eive the subtitle compound (1.11 g). 

(c) ~ SE ii s U^abjaslaU 2 mm>4 i'-™*""™" £gari monohydrochloride 

To a cooled (0°C) solurion of «he product of step (b) ( 1.11 g, 0.006 mo.es) in water (50 
„ ml) adjusted to pH 1 with concen.ra.ed HCI was added dropwise over two m.nu.es an 
aqueous solution of NaNO, (0.455 g, 0.0066 moles). After the addirion was complete 
,he cold ba,h was removed and the mixture was hea.ed ,o 85°C for one hour. T*e 
manure was al.owed n cool .0 ambien. .emperature and basified ,o pH 10 with 50% 
NaOH/H.O. Th.s muoure was extraced .hree times wi.h chloroform (.50 ml), dncd 
, over MgSO.. fil.ered and concen.ra.ed fa vacuo. The residue was flash chromarogra- 
phed on silica ge, wi.h methanouerhy. acera.e U=ll The appropria.e frac.ions were 
collected and concen.ra.ed. The residue was .hen dissolved in chloroform, fil.ered and 
concen.ra.ed in vacuo. Tne residue was dissolved in ethy, ace,a,e/me,hanol and treated 

r ur^i/*.thvl acetate until the solution had a pH < 6. The 
with a saturated solution of HCl/ethyl acetate umn 

, solurion was concen.ra.ed .o give )20 mg of residue. Th.s residue was dissolved ,n ho, 
me,hano, and precpha.ed with ether to give the ride compound (28 mg), m p >250 C 
■H NMR (500 MHz. DMSO): ..95 (m. IH), 2.. (m. IH). 3.0 ,s. IH). 3.2-3.4 (m. 5H). 
3.5-3.6 (m. 3H). 7.8 (s. IH). 10.6 (bs, IH). 
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Example 4 

v.Mpth yi T irn-f 1 . a zabicvc»nf2-2.21octan-3 -V-ox a 2o1idin-?'-one1 monohvdrochloride 
(a) S piro- 1 -azahicvclof 2.2.2 |octan-3-oxirane 

To a suspension of sodium hydride (11.6 g of 609c oil dispersion washed 3x with hexane: 
5 0.35 mol) in 600 mL of DMSO was added 101.4 g (0.35 mol) of trimethylsulfoxonium 
iodide in portions. After gas evolution had subsided, the mixture was stirred at room 
temperature for 30 min. A solution of quinuclidin-3-one (44 g, 0.35 mol) in 200 mL of 
THF was added dropwise over a period of 30 min and the mixture was warmed to 70-80 
°C for 1 h. The reaction mixture was cooled to RT, poured onto 1 L of ice water and 
,o the aqueous solution extracted with CHCI, (4 x 300 mL). The organic extracts were 
washed with H s O (3 x 500 mL), saturated brine (1 x 300 mL), dried over MgSO, and 
the solution evaporated to afford the subtitle compound as a yellow oil (37.6 g, 77%). 
( D) VHvdroxv.l-a7ahicvclof2 -2.2]Qct-3-vl methvlaminomethane 
To a solution of 25 mL (0.72 mol) of condensed methylamine in 75 mL of methanol was 
.5 added 10.2 g (0.073 mol) of the product of step (a) and the solution stirred at room 
temperature for 16 h. The reaction mixture was concentrated under reduced pressure 
and the resulting oil was dissolved in 75 mL of CHC\, and concentrated to afford 12.4 
g (100%) of the subtitle compound as an oil. 

( C ) V-Methvl SDim-f 1 .azabicv c ln[2.2.21octan-3.5 -oxazolidin-2'-one1 

ro monohvdrochloride 

To a solution of the product of step (b) (8.0 g, 0.047 mol) in 100 mL of dry THF was 
added 9.15 g (0.056 mol) of carbonyldiimidazole and the mixture was heated at reflux 
for 3 h. The reaction mixture was then cooled to room temperature and concentrated 
under vacuum. The residual oil was dissolved in 200 mL of CH 2 O y the solution washed 

a with H 2 0 (1 x 100 mL), brine (1 x 50 mL), dried over MgSO, and evaporated to afford 
a yellow solid. The solid was dissolved in 50 mL of 1:1 methanol/isopropanol mixture, 
acidified with HQ in methanol, and the precipitate collected, washed with cold methanol 
and dried to afford 5.6 g (51%) of the title compound as a colorless solid, m.p. 305-307 
°C l H NMR (500 MHz. DMSO): 1.8 (m. 3H), 2.05 (m. 1H). 2.25 (bs. 1H), 2.75 (s. 3H). 

30 3.1-3.2 (m, 3H). 3.25-3.35 (m. 1H), 3.4-3.5 (m, 1H). 3.5-3.6 (m, 2H). 3.7 (d. 1H), 10.9 
(bs. 1H). 
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Example 5 

Theco m poundsspiro[l-azabicyclo[2.2.2]octane-3,5'.oxazolidin e ]-2'-onernonohydrochor- 

id ea+)-spiro[l-azabi<7clol2.2.2]octaneO,5^oxazoHdine]-2'-oneinonohydrochloride,(-)- 
spiro[l-a2abicvclo-[2.2.2Joctane-3,5'-oxa2oHdine]-2-onemonohydrochloride,spiro(l- 

azabicyclo[2.2.1]heptan-3 t 5'-oxa2olidin-2 -one] monohydrochloride and y-methyl spiro-1- 
azabicyclo(2.2.2]octan-3,5'-oxazoHdin-r-one monohydrochloride were tested in Test A 
above and gave binding affinities (K,) of less than lO^M indicating that they are 
expected to have useful therapeutic activity. 

, Thecompoundsspiroll-azabicyclo[2.2.2]octane-3,5-.oxazolidine]-2'.onemonohydrochor- 

ide. ( +)-spiro[ l-azabicyclo[2.2.2)octane-3,5'-oxazolidine)-2'.one monohydrochloride, (-)- 
S piro[l-azabicyclo.[2.2.2]octaneO,5'.oxazolidine]-2-onemonohydrochloride,spiroIl- 

azabicyclo[2.2.1]heptan-3,5'-oxazolidin-2'-one] monohydrochloride and y-methyl spiro-1- 
azabicyclo[2.2.2)octan-3.5'-oxazolidin-2'-one monohydrochloride were tested in Test B 
, above and gave K, values at least 1.6 times greater than those given in Test A indicating 
that they possess desirable selectivity. 
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1. A compound of formula I: 

(cm,). 
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wherein > 
R represents hydrogen or methyl; and 
io n represents 1 or 2: 

or a pharmaceutical^ acceptable acid addition salt or enantiomer thereof. 

2. A compound according to claim 1 wherein R represents hydrogen, or a pharma- 
ceutical^ acceptable acid addition salt or enantiomer thereof. 

3. Spiro[l-azabicyclo[2.2.2]octane-3,5 , -oxazolidine]-2 -one, or a pharmaceutically 
acceptable acid addition salt or enantiomer thereof. 

4. ( + )-Spiro( l-azabicyclo[2.2.2]octane-3.5 -oxazolidine]-2 -one. or a pharmaceuti- 
cally acceptable acid addition salt thereof. 

5. (.)-Spiro[l-azabic\clo[2.2.2]octane-3.5 - -oxazolidine]-2"-one, or a pharmaceutical* 
acceptable acid addition salt thereof. 

6. Sp.:o[l-azabicyclo[2.2.1]heptan-3.5'-oxazohdin-2 -one). or a pharmaceutically 
acceptable acid addition salt or enantiomer thereof. 

7. 3'-Methyl spiro-[l-azabicyclo[2.2.2]octan-3.5'-oxazolidin-:'-one). or a pharma- 
ceutical^ acceptable acid addition salt or enantiomer thereof. 

8. A pharmaceutical formulation including a compound as defined in any one of 
claims 1 to 7, or a pharmaceutically acceptable acid addition salt or enantiomer thereof, 
in admixture with a pharmaceutically acceptable diluent or carrier. 

9. A compound according to any one of claims 1 to 7. or a pharmaceutical^- 
acceptable acid addition salt or enantiomer thereof, for use as a pharmaceutical. 

10. The use of a compound as defined in any one of claims 1 to 7. or a pharma- 
30 ceutically acceptable acid addition salt or enantiomer thereof, in the manufacture of a 

medicament for the treatment or prophylaxis of psychotic disorders or intellectual 
impairment disorders. 
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11. . The use as claimed in claim 10, wherein the disorder is schizophrenia, Alzh- 
eimer's disease, learning deficit, cognition deficit or attention deficit hyperactivity dis- 
order. 

12. The use of a compound as defined in any one of claims 1 to 7. or a pharma- 
5 ceutically acceptable acid addition salt or enantiomer thereof, in the manufacture of a 

medicament for the treatment or prophylaxis of anxiety. 

13. A method of treatment or prophylaxis of psychotic disorders or intellectual 
impairment disorders, which comprises administering a therapeutically effective amount 
of a compound as defined in any one of claims 1 to 7. or a pharmaceutical* acceptable 

io acid addition salt or enantiomer thereof, to a patient. 

14. The method as claimed in claim 13, wherein the disorder is schizophrenia. 
Alzheimer's disease, learning deficit, cognition deficit or attention deficit hyperactivity 
disorder. 

15. A method of treatment or prophylaxis of anxiety, which comprises administering 
,> a therapeutically effective amount of a compound as defined in any one of claims 1 to 

7. or a pharmaceutical* acceptable acid addition salt or enantiomer thereof, to a 
patient. 

16. A process for preparation of a compound of formula I. as defined in claim 1. 
or a pharmaceuticals acceptable acid addition salt or enantiomer thereof, which com- 
prises: 

(a) preparing a compound of formula I in which R represents hydrogen by cyclising 
a corresponding compound of formula II 



25 




C-0 



wherein n is as defined in claim 1: 

(b) preparing a compound of formula I by reacting a corresponding compound of 
30 formula III 
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NHR 

5 

wherein n and R are as defined in claim l f 
with a carbonyl donating compound; 

(c) preparing a compound of formula I in which R represents methyl by alkylating 
a corresponding compound of formula I in which R represents hydrogen; or 

u» (d) preparing one enantiomer of a compound of formula I by resolving the one en- 
antiomer from a mixture of enantiomers; 

and where desired or necessary convening the resultant compound of 
formula L or an acid addition salt or enantiomer thereof, to a pharmaceutical^ accept- 
able acid addition salt or enantiomer thereof, or vice versa . 

is 17. A compound of formula IV 

I V 

v N ^ N H 2 

wherein n is as defined in claim 1, or a salt or enantiomer thereof 
18. A compound of formula III 




NHR 

wherein n is as defined in claim 1 and R represents methyl, or a salt or enantiomer 
thereof. 




BNSDOCID: <WO 9606098A1 _l_> 



1 



INTERNATIONAL SEARCH REPORT 


International application No. 
PCT/SE 95/00937 


A. CLASSIFICATION OF SUBJECT MATTER 



IPC6: C07D 498/20. C07D 453/02 

According to International Patent Ctaasificauon (IPC) or to both national daitafication awl IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC6: C07D 

Documentation searched other than minimum documentation to the extern thai such documents are induced in tne field* searched 

SE,DK,FI,N0 classes as above 

Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 

CA, WPI 

C. DOCUMENTS CONSIDERED TO BE RELEVANT f 



Category* j Citation of document, with indication, where appropriate, of the relevant passages j Relevant to claim No. 



P,A 


i WO 

1 

t 


9503303 A2 (KOSMIN, GERALD , EMMANUEL), 
2 February 1995 (02.02.95) 


1- 


12,16- 


18 


A 


EP 


0452101 A2 (ISRAEL INSTITUTE FOR BIOLOGICAL 
RESEARCH), 16 October 1991 (16.10.91) 


1- 


12,16- 


18 


A 


WO 


9201690 Al (FISONS CORPORATION), 
6 February 1992 (06.02.92) 


1- 


12,16- 


18 



")T1 Further documents are listed in the continuation of Box C. | X | See patent family annex. 



' Speaai categories of quo documents: 

A* document defining toe general state of the an wtucto is not considered 

to oe of particular relevance 
E* enter document out published on or after the international filing date 

L" oocumeot which may throw douou on pnonty claim! s) or which is 
cited to establish the Dubiicanoo date oi another citatioo or other 
special reason < as specified) 

O" document referring to an oral disclosure, use. exhibition or other 



document published prior to the intemanonal filing date but later than 
toe pnonty date claimed 



later document published after the international filing oate or pnoniy 
date and not in conflict with the appti canon nut cued to understand 
the principle or theory underlying use tnvennon 

document of particular relevance: the claimed in vena on cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance: the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such do cum en u. such comtnnanoo 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
28 November 1995 


Date of mailing of the international search report 

28,11.95 


Name and mailing address of the ISA/ 
Swedish Patent Office 
Box 5055. S-102 42 STOCKHOLM 
Facsimile No. +46 8 666 02 86 


Authorized officer 

Eva Johansson 

Telephone No. +46 8 782 25 00 



BNSOOCID: <WO 9608098A1_I_> 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/SE 95/00937 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category - 
A 



Citation of document, with indication, where appropriate, of the relevant passages 

STN International, File CA. Chemical Abstracts, 
volume 80, no. 23, 10 June 1974, (Columbus 
Ohio, US), Nakanishi, Michio et al: "Quinuclidine 
derivatives", abstract no. 133284, & , n ,-,c 
JP B4 49007159 740219 Showa, JP 70-128283 701225 



STN International, File CA, Chemical abstracts, 

volume 78, no. 11, 19 March 1973, Columbus, Ohio, 
US), Maillard, Jacques et al : "Cycloalkanespiro- 
heterocyclic compounds. VIII. S-4' -Piperidino) 
spirooxazolidin-2-ones (I-oxa 3,8-diazaa4, 
5aspirodecan-2-ones)", abstract no. 71968, & 
Chim. Ther. (1972), 7(6), 458-66 



DE 2505143 Al (BUSKINE S.A.), 14 August 1975 
(14.08.75) 



Relevant to claim No. 
1-12 



1-12 



17 



Form PCT/ISA/210-tcomimmion of second sheet) (July >992) 

BNSDOCID: <WO_9606O98A1J_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 95/00937 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 1 7(2)(a) for the following reasons: 

1. [x"| Claims Nosj 13-15 

1 because they relate to subject matter not required to be searched by this Authority, namely: 

See PCT Rule 39.1(iv): Methods for treatment of the human or animal 
body by surgery or therapy, as well as diagnostic methods. 



2. Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



3. rj Claims Nos.: 

— because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 



This international Searching Authority found multiple inventions in this international application, as follows: 



1. I As all required additional search fees were timely paid by the applicant, this international search repori covers all 

searchable claims. 

2. As all searchable cla iras could besearcbed without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report 
1-1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. I | No required additional search fees were timely paid by the applicant. Consequently, ibis international search report is 
' restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest [J^j The additional search fees were accompanied by the applicant's protest. 

;~j No protest accompanied the payment of additional search fees. 



Form PCT/1SA/210 (continuation of first sheet (1)) (July 1992) 

BNSDOCID: <WO 960609 8A 1 J_> 



INTERNATIONAL SEARCH REPORT 
Information on patent family members 



30/10/95 



International application No. 

PCT/SE 95/00937 



Patent document 
cited in search report 


Publication 
date 


| Patent family 
1 nieinber(t) 


Publication 
date 


W0-A2- 


9503303 


02/02/95 


NONE 






EP-A2- 


0452101 


16/10/91 


IL-A- 
JP-A- 
US-A- 
US-A- 


97726 
6293761 
5053412 
5407938 


29/12/94 

91/1 n/QA 
Li/ 111/ w 

01/10/91 
18/04/95 


W0-A1- 


9201690 


06/02/92 


EP-A- 
US-A- 


0540625 
5073560 


12/05/93 
17/12/91 



DE-A1- 2505143 



14/08/75 



AU-B,B- 

AU-A- 

BE-A.A- 

CA-A- 

CH-A- 

FR-A.A- 

GB-A- 

JP-A- 

US-A- 



498871 
7806975 

825444 
1033363 

601304 
2262666 
1495647 
50112376 
4028351 



29/03/79 
12/08/76 
29/05/75 
20/06/78 
14/07/78 
26/09/75 
21/12/77 
03/09/75 
07/06/77 



«= n^-r.tc ^i2\Q -(patent family annex) (July 1992) 

BNSDOCID: <WO_8606098A1_I_> 



